MEDICINE CABINET

Use of methadone

Opiate dependence is a major public health problem as-
sociated with the transmission of deadly diseases (human
immunodeficiency virus [HIV], hepatitis), criminal activ-
ity, accidental overdose, hospital admissions, and death.
The treatment of opiate dependence is controversial, and
in most patients, a lifelong duration is probably required.*
Methadone is a synthetic opiate primarily used in the
detoxification and maintenance of patients who are de-
pendent on opiates—particularly heroin—and the treat-
ment of patients with chronic, severe pain.

In the United States, methadone may be prescribed by
physicians and dispensed by community pharmacies for
analgesia as a Schedule II drug under the regulations of the
Controlled Substances Act. However, when used for the
treatment of opiate dependence, methadone’s accessibility
is restricted to practitioners, clinics, and pharmacies licensed
by the Food and Drug Administration for this purpose.

PHARMACOLOGY AND MECHANISM OF ACTION

Methadone is a synthetic, long-acting opioid with phar-
macologic actions qualitatively similar to morphine and is
active by oral and parenteral routes of administration.” It
is primarily a p-receptor agonist and may mimic endog-
enous opioids, enkephalins, and endorphins and affect the
release of other neurotransmitters—acetylcholine, norepi-
nephrine, substance P, and dopamine.® This accounts for
its analgesic and antitussive properties, respiratory depres-
sion, sedation, decrease in bowel motility, increase in bil-
fary tone, hormone regulation and increase of prolactin
and growth hormone release, miotic pupils, nausea, and
hypotension. Patients develop tolerance and physical de-
pendence following repeated use. The tolerance may be
only partial for most of the pharmacologic effects. An
abstinence syndrome consisting of lacrimation, rhinor-
thea, sneezing, gooseflesh, nausea, vomiting, fever, chills,
tremor, and tachycardia occurs on abrupt discontinuation
of the opiate or the administration of an antagonist such
as naloxone hydrochloride. There is cross-tolerance and
cross-dependence among the various opiates. This is the
premise for using methadone in the detoxification and
maintenance of heroin people addicted to heroin. Due to
the long half-life and duration of action of methadone, the
abstinence syndrome is delayed and prolonged but less se-
vere than that from a shorter-acting opiate such as heroin.

INDICATIONS AND DOSING

Maintenance

Maintenance therapy is the long-term administration of
methadone hydrochloride to patients who are dependent

on opiates. The aim is to substitute methadone, a legal,
oral opiate with a long half-life, for the illicit, parenterally
administered heroin, which is associated with a high risk
of morbidity and mortality. Methadone maintenance
therapy offers a reprieve from the daily life associated with
the procurement and use of heroin and allows a person to
reintegrate as a functional member of society. Methadone
therapy achieves this by preventing opiate withdrawal
symptoms, blocking the euphoric effects of heroin, and
minimizing the craving for heroin. Methadone mainte-
nance has been shown to reduce illicit heroin use,* de-
crease the incidence of infectious disease (such as HIV and
hepatitis) commonly contracted through needle sharing,”
reduce criminal activity,® improve social outcome,” and
reduce mortality.®

A dose of 5 mg of parenteral heroin is approximately
equivalent to 20 mg of oral methadone.® Because the
purity of street heroin varies considerably, however, em-
piric methadone dosing is recommended instead of
equivalent dosing based on recent heroin use.

The dosage of methadone in maintenance therapy re-
mains controversial. It is usually started at 10 to 20 mg
and increased in 10-mg increments until the withdrawal
symptoms are controlled. Most patients can be main-
tained at 40 mg a day to control withdrawal symptoms
but not eliminate drug craving. Evidence supports the
need to administer higher doses of methadone for effec-
tiveness."® In the past, it was common to administer the
lowest dose possible to curb opiate withdrawal symptoms.
However, because a major concern is the high risk of HIV
conversion among persons using the intravenous drug—
using population, methadone’s effectiveness is more accu-
rately measured by the incidence of illicit intravenous
heroin use. Strain and coworkers showed that patients
given methadone doses of 80 to 100 mg a day versus 40
to 50 mg a day had a much lower incidence of surrepti-
tious, illicit heroin use during maintenance therapy.® In a
retrospective study, Caplehorn and associates determined
that patients receiving 40 mg of methadone a day were
2.2 times more likely to use heroin than patients receiving
80 mg a day when enrolled in a methadone maintenance
treatment program.**

Detoxification

Methadone detoxification involves the short-term admin-
istration of methadone hydrochloride to blunt the absti-
nence symptoms of patients who are dependent on opiates
and then tapering the dose of methadone with the goal of

achieving a drug-free state. The major disadvantage of
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detoxification in these patients is the high recidivism rate
of heroin misuse after completing detoxification.* The
high recidivism rate may be attributed to a physiologic
state and abstinence syndrome that persists long after
long-term opiate use ceases.*3

For detoxification, treatment doses are usually started
at 10 to 20 mg and increased in 10-mg increments unil
the withdrawal symptoms are controlled. A dosage of 40
mg a day controls the withdrawal symptoms for most
patients but does not eliminate heroin craving. Once the
dose required is established to eliminate withdrawal symp-
toms, the patient is stabilized on this dose for 2 to 3 days.
Then the dose is reduced daily or every other day.** A
10% to 20% dose reduction is usually tolerated, but this
must be tailored for each patient. If patients are experi-
encing abstinence symptoms or have a high risk of relaps-
ing into heroin misuse, the practitioner should consider
increasing the dose and slowing the tapering schedule.
Individual tapering schedules may vary from weeks to
months.? Patients should be monitored for withdrawal
symptoms after the discontinuation of methadone, bear-
ing in mind that withdrawal symptoms may not be evi-
dent for 48 to 72 hours following their previous dose.

Pain
Methadone is a good therapeutic alternative to morphine
sulfate and other opiate analgesics in the treatment of
severe, chronic pain.*® It is well absorbed orally, has an-
algesic effects comparable to other p-opiate receptor anal-
gesics like morphine,16 has a long half-life, and is not
metabolized to any active metabolites that may pose a risk
to the patient.

Morphine and methadone are both effective analgesic
agents. In patients treated with opiates for chronic pain,
the equivalent analgesic doses for morphine and metha-

done do not always follow a linear relation, so caution
should be taken when switching a patient from morphine
to methadone."”

Parenteral methadone is about twice as potent as oral
methadone. The normal adult dosage of methadone is 2.5
to 10 mg every 3 to 4 hours as needed for severe pain and
5 to 20 mg every 6 to 8 hours as needed for severe, chronic
pain (for example, for patients who are terminally ill).?
The dosage and dosing interval of methadone for pain
relief vary considerably. The dose should be adjusted to
the individual needs of the patient.

Although methadone has a long half-life, analgesia is
not related to the serum half-life, and frequent daily dos-
ing intervals are usually required for pain relief.*® Caution
should be taken not to increase the dose too high or too
frequentdy when initiating therapy because toxic effects
may ensue. Adjunctive analgesics should be considered
during the first few days of the initiation of the methadone
regimen.

Methadone is a good alternative for patients who are
being given maximum doses of morphine. However, de-
termining the proper methadone dose based on a patient’s
current morphine requirement may be challenging. The
relative equivalent analgesic dose of morphine to metha-
done has varied from 1:1 to 14:1 (14 mg of morphine to
1 mg of methadone).”

USE IN PREGNANCY

Methadone crosses the placenta and can cause fetal de-
pendence.*® Therefore, the administration of methadone
during pregnancy should be limited to patients with an
established opiate dependence. Opiate detoxification dur-
ing pregnancy is not recommended because fetal distress
has been documented during maternal withdrawal from
opiates.>® Pregnant women who are dependent on opiates
and their fetuses do better on a regimen of methadone
rather than being untreated.>* The advantages of metha-
done maintenance treatment during pregnancy include
longer gestational periods and higher birth weights than in
mothers who are heroin users and are not treated,>* as well
as a lower risk of fetal exposure to infectious diseases con-
tracted through needle sharing.

Lower concentrations of methadone in the plasma and
increased methadone clearances have been reported during
pregnancy, likely due to increased metabolism.?® Higher
doses may be required, especially in the third trimester.
Dosage should be tailored to the individual during preg-
nancy to minimize the chance to relapse to heroin use and
prevent withdrawal symptoms.

Neonates born to women who are dependent on
methadone are at risk of developing an opiate abstinence
syndrome, but the syndrome tends to develop more
slowly, is more moderate in severity, and lasts longer than
in infants born to heroin-dependent women.?4



DRUG INTERACTIONS

The interaction of other drugs with methadone may be
classified as either pharmacodynamic (having effects on
the mechanism of action) or pharmacokinetic (having ef-
fects on absorption, distribution, and elimination).?”
These interactions may vary in their magnitude and do
not necessarily prohibit the concomitant administration of
other drugs. The table provides examples of drug interac-
tions with methadone.?>73°

OVERDOSE AND ADVERSE REACTIONS

Although methadone’s long duration of action may be
advantageous from a therapeutic perspective, it is a risk
factor for overdose.>? Because of accumulation of the
drug, it may be difficult to increase the dose in patients
who are not tolerant to methadone. In addition, metha-
done has a prolonged interval of toxicity that may extend
to several hours or days, and it is, therefore, important to
observe patients for about 48 hours after a methadone

Table Drug interactions with methadone

Interaction type

Clinical effect

overdose. Another important risk factor includes extremes
of age (infants and elderly patients) because of differences
in the pharmacokinetics and pharmacodynamics of
methadone in these patients. For example, one 10-mg
tablet (a therapeutic adult dose) has killed a child,>® and
30 mg administered intravenously caused respiratory de-
pression for several days in an 81 year old.>* The most
severe consequential effect from methadone is the poten-
tial for apnea, respiratory failure, and hypoxia, leading to
coma, seizures, hypotension, and death. This effect may
account for the deaths in patents that occurred when
methadone was initiated at high doses in methadone
maintenance programs.3> Other deaths may be attributed
to the use of multiple drugs and substances (for example,
alcohol) with methadone. Naloxone, an opiate antagonist,
can reverse methadone’s toxic effects in patients with over-
dose. Noncardiogenic pulmonary edema has resulted
from therapeutic doses.3® Other adverse effects associated
with long-term administration have included increased
sweating, constipation, appetite disturbances, sexual dys-

Practitioner
considerations

Naloxone, naltrexone,
pentazocine,
nalbuphine-mixed opiate
antagonists/partial
agonists

Pharmacodynamic—
receptor blockade

Pharmacokinetic—enhance
elimination

Rifampin, carbamazepine,
phenytoin,® nevirapine®”

Pharmacodynamic—
additive/synergistic CNS
depression

Pharmacokinetic—
decreased metabolism

Pharmacokinetic—reduced
clearance

Laboratory increased
concentrations of
thyroxine binding
globulin

Opiate analgesics Pharmacodynamic cross-
tolerance between opioid

agents

Precipitate abstinence

syndrome methadone therapy; may use
naloxone to treat overdose
Reduce blood Increase dose of methadone

Increased sedation and risk

Increased risk of zidovudine

Altered thyroid function

Partial tolerance to

Must avoid in patients on

concentrations and
effectiveness and may
produce abstinence
syndrome

Avoid in patients on methadone

of respiratory failure therapy

Reduce zidovudine dosage and
monitor for toxicity; monitor
desipramine serum
concentrations

and desipramine toxicity

Monitor for euthyroid state with
tests (increased T, T, free T, and T, and TSH levels

FTI, and TBG).

Titrate and adjust dosage
interval to attain analgesia,
avoid mixed
agonist-antagonists (eg.
pentazocine) or substitute
with non-narcotic analgesics
(eg. NSAIDs)

analgesic effect of
opioids

T, = triiodothyronine, T, = thyroxine, FTI = free thyroxine index, TBG = thyroxine binding globin; TSH = thyroid-stimulating hormone; NSAIDs = nonsteroidal

anti-inflammatory drugs
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function, abnormal menses, urinary retention, rash,
blurred vision, sedation, irritability, insomnia, biliary pain,
hypoventilation, generalized edema, gynecomastia, galac-
torrhea in men and women, hepatotoxicity, and gastroin-
testinal symptoms.37-38 Although these effects are usually
transient and not life-threatening, they may foster nonad-
herence or intolerance to the long-term use of methadone.

CONCLUSIONS

Methadone is a long-acting opiate used in the treatment of
opiate dependence and detoxification and for patients hav-
ing chronic, severe pain. There is increasing evidence that
long-term methadone use in patients who are dependent
on opiates has substantial societal benefits, including di-
minishing illicit opiate use, reducing the transmission of
HIV and hepatitis, and decreasing criminal activity and
healthcare costs in this population.3® A number of ob-
stacles to methadone treatment exist. These include re-
strictive governmental regulations, the stigma of opiate
addiction, and the lack of healthcare practitioners and
clinics sanctioned by Food and Drug Administration that
are capable of providing therapy to all patients who may
benefit.

References

1 Goldstein A, Herrera J. Heroin addicts and methadone treatment in
Albuquerque: a 22-year follow-up. Drug Alcohol Depend
1995;40:139-150.

2 Reisine T, Pasternak G. Opioid analgesics and antagonists. In:
Hardman JG, Limbird LE, eds. Goodman ¢ Gilman’s The
Pharmacological Basis of Therapeutics. 9th ed. New York (NY):
McGraw-Hill Book Company; 1996:544-545.

3 Beaumont A, Hughes ]. Biology of opioid peptides. Annu Rev
Pharmacol Toxicol 1979;19:245-267.

4 Marsch LA. The efficacy of methadone maintenance interventions in
reducing illicit opiate use, HIV risk behavior, and criminality: a
meta-analysis. Addiction 1998;93:515-532.

5 Metzger DS, Woody GE, McLellan AT, O’Brien CP, Druley P,
Navaline H, et al. Human immunodeficiency virus seroconversion
among intravenous drug users in- and out-of-treatment: an 18-month
prospective follow-up. J Acquir Immune Defic Syndr 1993;6:1049-1056.

6 Bell ], Mattick R, Hay A, Chan J, Hall W. Methadone maintenance
and drug-related crime. ] Subst Abuse 1997;9:15-25.

7 Catalano RF, Gainey RR, Fleming CB, Haggerty KP, Johnson NO.
An experimental intervention with families of substance abusers:
one-year follow-up of the focus on families project. Addiction
1999;94:241-254.

8 Caplehorn JR, Dalton MS, Haldar F, Petrenas AM, Nisbet JG.
Methadone maintenance in addicts’ risk of fatal heroin overdose. Subst
Use Misuse 1996;31:177-196.

9 McEvoy GK, Welsh OH, Snow EK, eds. American Hospital Formulary
Service Drug Information. Bethesda (Md): American Society of
Health-System Pharmacists; 1999.

10 Strain EC, Bigelow GE, Liebson IA, Stitzer ML. Moderate- vs
high-dose methadone in the treatment of opioid dependence: a
randomized trial. JAMA 1999;281:1000-1005.

11 Caplehorn JR, Bell J, Kleinbaum DG, Gebski V]. Methadone dose and
heroin use during maintenance treatment. Addiction 1993;88:119-124.

12 Unnithan S, Gossop M, Strang J. Factors associated with relapse among
opiate addicts in an out-patient detoxification programme. Br /
Pyychiatry 1992;161:654-657.

13 Dole V. Implications of methadone maintenance for theories of
narcotic addiction. JAMA 1988;260:3025-3029.

14 Wesson DR, Gay GR, Smith DE. Treatment techniques for narcotic
withdrawal with special reference to mixed narcotic-sedative addictions.
J Psychedelic Drugs 1971;4:118-122.

15 Sawe ], Hansen J, Ginman C, Hartvig P, Jakobsson PA, Nilsson MI, et
al. Patient-controlled dose regimen of methadone for chronic cancer
pain. Br Med J (Clin Res Ed) 1981;282:771-773.

16 Beaver WT, Wallenstein SL, Houde RW/, Rogers A. A clinical
comparison of the analgesic effects of methadone and morphine
administered intramuscularly, and of orally and parenterally
administered methadone. Clin Pharmacol Ther 1967;8:415-426.

17 Ripamonti C, Groff L, Brunelli C, Polastri D, Stavrakis A, De Conno
F. Switching from morphine to oral methadone in treating cancer pain:
what is the equianalgesic dose ratio? / Clin Oncol 1998;16:3216-3221.

18 Verebely K, Volavka J, Mule S, Resnick R. Methadone in man:
pharmacokinetic and excretion studies in acute and chronic treatment.
Clin Pharmacol Ther 1975;18:180-190.

19 Rajegowda BK, Glass L, Evans HE, Maso G, Swartz DP, Leblanc W.
Methadone withdrawal in newborn infants. / Pediatr 1972;81:532-534.

20 Zuspan FP, Gumpel JA, Mejia-Zelaya A, et al. Fetal stress from
methadone withdrawal. Am ] Obster Gynecol 1975;122:43-46.

21 Kandall SR, Doberczak TM, Jantunen M, et. al. The
methadone-maintained pregnancy, Clin Perinatol 1999; Mar
26:173-183.

22 Doberczak TM, Thornton JC, Bernstein J, Madden J, Davis R. Impact
of maternal drug dependency on birth weight and head circumference
of offspring. Am ] Dis Child 1987;141:1163-1167.

23 Pond SM, Kreek MJ, Tong TG, Taghunath J, Benowitz NL. Altered
methadone pharmacokinetics in methadone-maintained pregnant
women. ] Pharmacol Exp Ther 1985;233:1-6.

24 Zweben JE, Payte JT. Methadone maintenance in the treatment of
opioid dependence: a current perspective. West | Med
1990;152:588-599.

25 Maurer P, Bartkowski R. Drug interactions of clinical significance with
opioid analgesics. Drug Safety 1993;8:30-48.

26 Tong TG, Pond SM, Kreek M]J, Jaffery NF, Benowitz NL.
Phenytoin-induced methadone withdrawal. Ann Intern Med
1981;94:349-351.

27 Heelon MW, Meade LB. Methadone withdrawal when starting an
antiretroviral regimen including nevirapine. Pharmacotherapy
1999;19:471-472.

28 Hsu A, Granneman GR, Bertz R]. Ritonavir: clinical pharmacokinetics
and interactions with other anti-HIV agents [erratum published in Clin
Pharmacokinet 1998;35:473). Clin Pharmacokinet 1998;35:275-291.

29 Alderman CP, Frith PA. Fluvoxamine-methadone interaction. Aust N 7
J Psychiatry 1999;33:99-101.

30 McCance-Katz EF, Rainey PM, Jatlow P, Friedland G. Methadone
effects on zidovudine disposition (AIDS Clinical Trials Group 262). J
Acquir Immune Defic Syndr Hum Retrovirol 1998;18:435-443.

31 Maany I, Dhopesh V, Arndt IO, Burke W, Woody G, O’Brien CP.
Increase in desipramine serum levels associated with methadone
treatment. Am ] Psychiatry 1989;146:1611-1613.

32 Barrett DH, Luk AJ, Parrish RG, Jones TS. An investigation of medical
examiner cases in which methadone use was detected, Harris County,
Texas, 1987-1992. ] Forensic Sci 1996;41:442-448.

33 Harding-Pink D. Opioid toxicity—methadone: one person’s
maintenance dose is another’s poison [Letter]. Lancet
1993;341:665-666.

34 Norris JV, Don HF. Prolonged depression of respiratory rate following
methadone analgesia. Anesthesiology 1976;45:361-362.

35 Drummer OH, Syrjanen M, Opeskin K, Cordner S. Deaths of heroin
addicts starting on a methadone maintenance programme [Letter].
Lancer 1990;335:108.

36 Presant S, Knight L, Klassen G. Methadone-induced pulmonary edema.
Can Med Assoc ] 1975;113:966-967.

37 Yaffe G, Strelinger R, Partwatikar S. Physical symptom complaints of
patients on methadone maintenance. In: 7he Fifth National Conference
on Methadone Treatment, vol 2. New York (NY): National Association
for the Prevention of Addiction to Narcotics; 1973:507-514.

38 Kreck M. Medical complications in methadone patients. Ann N 'Y Acad
Sci 1978;311:110-134.

39 National Consensus Development Panel on Effective Medical
Treatment of Opiate Addiction. Effective medical treatment of opiate
addiction. JAMA 1998;280:1936-1943.



